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Why Risk-Based Quality Management 
Represents the Future of Clinical Research

After proving its worth in the pandemic, and with its values 
enshrined in the latest guidelines for good clinical practice, 
the industry is embracing the benefits of Risk-Based Quality 
Management (RBQM), writes Patrick Hughes.

The emphasis on quality by design (QbD) in the updated version 
of the ICH E6 principles makes a clear case for a new way of working, 
which boosts participant safety and the likelihood of trial success.

By empowering researchers to detect data quality issues in real-
time, Risk-Based Quality Management (RBQM) and Risk-Based 
Monitoring (RBM) have proven their value during the race for a 
COVID-19 vaccine in which trials required the processing of huge 
volumes of data from dozens of global sites.

RBQM is now driving significant changes throughout clinical 
research, helping to speed up the drug development pathway without 
compromising data quality while ensuring early risk detection 
remains a priority.

The prominence given to quality in the ICH E6 (R3) Guidelines 
for Good Clinical Practice underscores the value of this method to 
encourage the more effective use of remote monitoring practices, 
reduced site visits, and eradicating 100% source data verification 
(SDV).

This article outlines why RBQM is the future-proofed solution to 
managing risk for the entire clinical trial life cycle – and how the 
benefits for clinical research can be fully unlocked.

Why RBQM is Needed Now 
By helping researchers to identify and focus on data that matters, 
EMA- and FDA-backed RBQM methods ensure studies can reliably 
assess the safety and efficacy of experimental treatments. 

It makes on-site monitoring of clinical centers – via source-
data verification (SDV) or comparing data collected in case report 
forms to those in patients’ medical records – a thing of the past, 
a dynamic shift that has proved particularly valuable during the 
pandemic. 

Instead, robust RBQM solutions allow teams to access information 
centrally, collaborate on investigations, and document any 
mitigations or remedial actions. The greater adoption of high-tech 
Central Monitoring (CM) will enable sponsors to interrogate clinical 
and operational data in real-time, increasing efficiency, improving 
patient safety, and reducing costs.1

This means a clean dataset and a much-needed reliable audit trail 
for regulatory scrutiny.

Overcoming Barriers to Adoption 
Lack of clarity around good clinical practice has hampered the 
adoption of RBQM in the past, with sponsors and CROs unclear on 
how to adopt this new way of working.

The previous edition of the ICH E6 (R2) guidelines, released in 
2016, suppressed advances in the take-up of technology as researchers 
struggled to understand how to proceed.  Some even overcomplicated 
processes by collecting and monitoring all forms of data rather than 
solely relevant information, defeating the whole purpose of Risk-Based 
Monitoring.

Unlocking RBQM’s Potential 
The publication of ICH E6 (R3) draft guidelines in April 2021 represents 
a seismic shift for the industry. A new emphasis on achieving quality 
by design (QbD) is outlined in principle 7, which requires: “Quality 
should be built into the scientific and operational design and conduct 
of clinical trials.”

The focus on QbD and risk-based approaches, and a vow to facilitate 
innovation while protecting trial participants, now offers researchers 
much-needed clarity around the use of RBQM. The document outlines 
how “clinical trial designs and processes should be proportionate to 
the risks inherent in the trial and the importance of the data being 
collected.” 

It also specifies: “Factors critical to the quality of the trial should be 
identified to ensure the protection of participants, the reliability and 
interpretability of the trial results, and the decisions made based on 
those trial results.”

For the first time, the revised guidelines also ensure innovations in 
technology and design are facilitated and encouraged, smoothing the 
path for more widespread adoption of modern research practices. In 
addition, this future-facing approach includes adequate flexibility to 
allow the industry to embrace further advances as they occur. 

Deployment in Vaccine Development
An agile, real-time, risk-based monitoring approach proved successful 
in helping study teams involved in the pivotal trials to create the 
COVID-19 vaccine to make decisions based on data rather than 
perceptions and to monitor safety closely.

By focusing on an evolving set of study-specific key risk indicators 
(KRIs), data quality assessments, and quality tolerance limits (QTLs), 
with daily analysis to allow quality issues to be identified and rectified 
in real-time, drug applications were submitted in record time, with very 
high levels of quality. 

The trial included more than 40,000 participants recruited at a 
rate of 5,000 a week from a broad range of demographics across 150 
global sites. The challenges were not inconsiderable: to accelerate 
development, the study encompassed Phases I, II, and III, while 
infection-control measures presented a logistical challenge for site 
visits.

To support the supervision process and protect the integrity of the 
vast volumes of data being generated, Pfizer worked with CluePoints 
to deploy a centrally monitored RBM approach. In addition, two 
CluePoints databases were created to boost the efficiency of the 
CM and make it possible to run the respective analyses in real-time. 
Additional resources were also employed centrally and at the site 
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level to ensure signals were both generated and investigated: this 
resulted in action being taken on between 50% and 55% of all signals, 
compared to the non-COVID portfolio average of 15%. 

This allowed sites to analyse the root cause before issues could 
affect data quality, while weekly data surveillance meetings took 
place at the study level to assess all risk signals; the results were 
uploaded to the Risk Assessment Categorization Tool to keep KRIs 
up to date. In addition, the development of a range of new reports and 
visualisations to report findings included a signal and action tracker, 
which has now become standard across Pfizer’s CM programs.

Learning from a Historic Study
By employing an agile, RBQM-based approach, Pfizer was able to 
increase efficiencies to such an extent that drug applications were 
submitted in record time, with very high levels of quality, despite 
many challenges. As a result, Pfizer and BioNTech’s mRNA product 
received regulatory approval just 266 days after the World Health 
Organization’s pandemic declaration – and hundreds of millions of 
doses have since been administered around the globe.

It represented a historic moment in time, forever altering the 
landscape on how clinical trials are conducted.  So, what did we learn 
from this?

When on-site visits could not take place, CM analytics were 
extremely valuable in alerting the team to sites with high risk. 

It showed flexibility with KRIs is crucial, ideally to adjust them 
throughout the life of the study to correspond with risk signal findings. 
In this case, reviewing a fortnight’s data allowed the team to ensure 
KRIs always focused on the most essential subset.

In addition, study-specific QTLs shaped trends at the study level 
and within regions and sites.

Rapid Development Without Compromising Quality
The acceleration of medical science, compounded by the impact of 

COVID-19, is driving the innovation of new technology to promote 
safety and boost success rates.

Not before time, the evolution of R3 is paving the way for a 
shorter drug development timeline without compromising data 
integrity and bringing long-lasting change for the industry.

RBQM now offers the opportunity to embrace new ways of 
working, with the ability to spot issues earlier and act faster – 
avoiding the expensive and unnecessary obstacles to approval and 
market, which had become the norm.
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